Introduction
Adrenocortical carcinoma (ACC) accounts for most of the primary adrenal gland malignancies. It is a fatal disease because of its rapid progression and high mortality risk (Kerkhofs et al., 2013; Else et al., 2014a) . Almost two-thirds of patients experienced tumor recurrence within 2 years after curative surgery, including local recurrence and metastasis (Amini et al., 2016) . Surgical resection of the primary tumor is still the unique curative treatment modality for non-metastatic ACCs (Stigliano et al., 2016) . Adjuvant therapy in conjunction with surgery could delay tumor recurrence, but the improvementprimary tumor site (Site recode B ICD-O-3/WHO 2008: Adrenal Gland), adults (age ≥18 years), histology type , and first primary tumor with survival time, unilateral tumor. After multiple rounds of screening, 749 records were identified. Related variable information was extracted, including age, sex, race, tumor laterality, marital status at diagnosis, treatment modality of primary site, regional lymph node dissection (RLND), radiation therapy, chemotherapy, tumor size, tumor stage, cause of death, survival status, and survival time. The clinical tumor stage was defined using the 7th edition of the American Joint Committee on Cancer (AJCC) staging system and European Network for the Study of Adrenal Tumors (ENSAT) stage system. The AJCC stage group consisted of stages I (T1N0M0), II (T2N0M0), III (T1~2N1M0 or T3N0M0) and IV (T3N1M0, T4N0M0 or TanyNanyM1). The ENSAT stage system consisted of stages I (T1N0M0), II (T2N0M0), III (T3~4N0M0 or T1~4N1M0) and IV (TanyNanyM1) (Fassnacht et al., 2009; Lughezzani et al., 2010 
Statistical analysis
Continuous variables were presented as the median with interquartile range (IQR) in brackets. Category variables were presented as counts. For regression analysis, we used univariate Cox regression to screen potential confounding variables. Variables with P ≤ 0.1 in univariate analysis were included in the multivariate Cox regression. The hazard ratio (HR) and 95% confidence interval (95% CI) was used to show the risks. The discrimination ability was calculated using the Harrell C index (C-index) (Harrell et al., 1982) . All tests were twosided, and a P value < 0.05 was considered statistically significant. All statistical analyses were performed using R software (Version 3.3.1, https://www.r-project.org) and Stata 15 (StataCorp LLC, TX, USA).
Results
The demographic characteristics are shown in Table  1 . A total of 749 patients with a median age of 55 years were identified between 1973 and 2014. The population con-sisted of 454 (60.6%) female and 205 (39.4%) male patients (pts). The main race was white race (631 pts, 84.4%). The locations of the lesions were similar (402 left and 347 right ACCs). The median tumor size was 11 cm with an IQR (8-15 cm). Marital status at diagnosis was redefined as married (440 pts) and unmarried (280 pts). Treatment modality included no surgery of primary site (198 pts) Table 4 shows the discrimination ability for predicting oncologic outcomes in ACCs. Compared with the models with the predictors of age, treatment modality, chemotherapy and tumor stage, the C index of the models with unique predictor of tumor stage (including T.N.M stage, AJCC stage group, or ENSAT stage) was not remarkably reduced in AJCC stage group and sAJCC stage group. Tumor stage was the mainstay in the prognostic models and contributed to the dominant predictive accuracy. Models with the ENSAT stage as a predictor had a larger C index than models with the AJCC stage group (Larger C index means better discrimination ability). These results consistently showed better discrimination ability for the ENSAT stage than for the AJCC stage group regarding overall survival and cancer-specific survival. Additionally, the ENSAT stage was much closer to the T.N.M stage.
Discussion
In this study, we defined four independent prognostic factors that affect overall and cancer-specific survival. Patients with younger age, surgical resection of primary lession, chemotherapy and low tumor stage had a better prognosis. Increased age decreased the overall survival. Along with the increase in age, the risk of death and tumor progression increased. On the other hand, the survival natural risk of elder increased by the age. The effect of primary site surgery decreased the overall and cancer specific mortality risk. This was consistent with previous studies. Considering this article derived from a observational cancer database. The selection bias probably contributed to the result. For example, patients with good conditions or good prognostic characteristics prone to receive surgical management and had better prognosis. Sex, race, marital status, tumor location, regional LND, radiotherapy and tumor size had no effect on the cancer survival in ACC patients. Moreover, we did not find any survival difference between stages I and stage II ACC patients in this study. Stage I is different from stage II in terms of tumor size with a cutoff of 5 cm, which could contribute to the laparoscopic indication. However, laparoscopic adrenalectomy was not strongly recommended in ACC management guidelines (Stigliano et al., 2016) . Moreover, tumor size was not an independent prognostic factor in any model. The value of differentiating between stages I and II remains to be discussed. The staging system needs refinement. Our study also showed that the ENSAT stage system had better predictive ability than the AJCC stage group. The value of the C-index statistic ranges from 0.5 to 1 (100% correct prediction). The prognostic prediction model with a higher value of C-index was regarded as the better model. The C-index of the prognostic model with age, treatment, chemotherapy and ENSAT stage were 0.766 and 0.771 for overall and cancer-specific survival. We also modified the tumor stage by merging stage I and stage II into one category, and resulted in sAJCC stage group and sENSAT stage. Decreased C index was no more than 0.4%. The results showed relatively acceptable predictive ability for our prognostic model.
Compared with previous studies, our research did not adjust for some potential confounders. For instance, the clinical manifestation was concluded as a prognostic factor. Approximately 40-60% patients manifested clinical symptoms that were mainly derived from tumor-derived hormone excess (Fassnacht et al., 2011) . Patients with functional tumors were deemed to have a poor prognosis in some studies (Ayala-Ramirez et al., 2013; Else et al., 2014b) . In several studies (Else et al., 2014b; Margonis et al., 2016b) , cortisol instead of androgen or other functional hormones affected the recurrence and overall survival. However, controversy remained about the impact of tumor hormone function (Loncar et al., 2015; Scollo et al., 2016 (or) R 2 (macroscopically positive) patients have a poorer prognosis than R0 (microscopically negative) patients Margonis et al., 2016a; Margonis et al., 2016b; Scollo et al., 2016) . R0 was difficult to achieve, especially because skill was required. In Margonis' retrospective multi-center study, approximately 68.4% of R0 resection was achieved in ACC patients (Margonis et al., 2016b) . Newly diagnosed cases should be referred to a centralized medical center (Hermsen et al., 2012; Abdel-Aziz et al., 2015) . The surgical modality was also a critical factor. Open surgical resection was proven to have a significant survival benefit over laparoscopic surgery (Gaujoux et al., 2012; Miller et al., 2012; Cooper et al., 2013; Machado et al., 2015; Sgourakis et al., 2015; Autorino et al., 2016; Huynh et al., 2016) . Therefore, open adrenalectomy was recommended in the guidelines (Funder et al., 2016; Stigliano et al., 2016) , but not all studies were consistent (Lombardi et al., 2012; Fossa et al., 2013; Donatini et al., 2014) . This may be derived from the small population in these studies. The necessity of regional lymph node resection is controversial (Reibetanz et al., 2012; Gerry et al., 2016; Nilubol et al., 2016) . Lymphadenectomy was not a standard procedure of adrenalectomy in ACC treatment (Stigliano et al., 2016) . Our results also did not support the survival benefit of lymph node dissection. Nevertheless, lymph node dissection could pathologically stage the lymph node stage from another perspective. The benefit of adjuvant mitotane administration after surgery remains controversial due to the low incidence of ACC, and no large randomized trial was performed (Terzolo et al., 2007; Fassnacht et al., 2012; Terzolo et al., 2013; Loncar et al., 2015; Maiter et al., 2016; Postlewait et al., 2016) . Mitotane could be effective for certain patients. Predictors of response to mitotane therapy and other cytotoxic drugs could facilitate individualized treatment. Radiation was another palliative choice. However, there was no consensus on the ef-fect of adjuvant radiotherapy Sabolch et al., 2015) . Radiation therapy was deemed to ameliorate symptoms and reduce local recurrence (Fassnacht et al., 2006) , but it did not improve the overall survival outcome (Stigliano et al., 2016) .
There are numerous controversies in ACC treatment due to low incidence and scattered geographic distribution of this disease. The above controversies in different studies are possibly due to the sample size, number of events, and different adjusted models. Concise and sufficient predictive models are preferable in future studies. There are several limitations in our study. This study is based on the SEER database and, therefore, has the intrinsic bias of an observational study. The aforementioned confounders were not included because lack of the related data. Additionally, missing values pose a great challenge to the application of SEER data. In terms of the C index, our predictive models have relatively acceptable discrimination ability.
In conclusion, our study demonstrated that age, surgery of primary site, chemotherapy and tumor stage were prognostic factors for overall and cancer-specific mortality in ACC patients. Among these factors, tumor stage had a dominant effect. The ENSAT stage had better discrimination ability than the 7th AJCC stage group. Further multi-center prospective studies are still needed to validate these outcomes.
